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Column E Explanation 


1. Registration Number: 48-R-0004 

2. Number of animals used in this study: 1 

3. Species (common name) of animals used in this study: Dog 

4. Explain the procedure producing pain and/or distress: 

A single dose toxicity study was conducted in which no adverse effects were 
anticipated at the doses administered, based on the results of a previous study. 
However, just after dosing, one dog exhibited reddened ears and dilated pupils, felt 
hot to the touch, vomited, had difficulty breathing, and died within a few minutes 

5. Provide scientific justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see Item 6 
below) 

A veterinarian was present at the time of dosing, but the sequence of events 
occurred too quickly to intervene with treatment. 

6. What, if any, federal regulations require this procedure? Cite the agency, the 
code of Federal Regulations (CFR) title number and the specific section 
number (e.g., APHIS, 9 CFR 113.102) 

FDA, 21 CFR 312.23 (a) (8) (ii): IND content and format; Pharmacology and 
toxicology information; Toxicology. Requires “an integrated summary of the 
toxicological effects of the drug in animals. . and “. . . .the description is to include 
the results of acute, subacute and chronic toxicity tests. . .”. 

ODER Guidance for Industry Single Dose Acute Toxicity Testing for Pharmaceuticals 
(Aug 1996). Ill Testing Procedures: ‘The test compound should be administered to 
animals to identify doses causing no adverse effect and doses causing major (life- 
threatening) toxicity. 


Agency: Food and Drug Administration CFR: 21 CFR 312.23 (a)(8)(ii) 
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Column E Explanation 


1. Registration Number: 48-R-0004 

2. Number of animals used in this study: 1 

3. Species (common name) of animals used in this study: Dog 

4. Explain the procedure producing pain and/or distress: 

A pilot (maximum tolerated single dose) toxicity study was conducted to determine 
doses for subsequent studies. One dog experienced a brief seizure after dosing. 

5. Provide scientific justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see Item 6 
below) 

The drug administered in this study is a potential pharmaceutical candidate for 
human use. To determine adequate safety of the drug in humans, elevated 
pharmacological doses are required to be administered to animals in pre-clinical 
studies. The pharmacologic signs associated with the drug cannot be treated since 
the objective is to determine safety and/or reversibility of the compound. 

6. What, if any, federal regulations require this procedure? Cite the agency, the 
code of Federai Regulations (CFR) title number and the specific section 
number (e.g., APHIS, 9 CFR 113.102) 

FDA, 21 CFR 312.23 (a) (8) (ii): IND content and format; Pharmacology and 
toxicology information; Toxicology. Requires “an integrated summary of the 
toxicological effects of the drug in animals. . .” and “. . ..the description is to include 
the results of acute, subacute and chronic toxicity tests...”. 

CDER Guidance for Industry - Single Dose Acute Toxicity Testing for 
Pharmaceuticals (Aug 1996). Ill Testing Procedures: “The test compound should be 
administered to animals to identify doses causing no adverse effect and doses 
causing major (life-threatening) toxicity”. 


Agency: Food and Drug Administration CFR: 21 CFR 312.23 (aV8)(ii) 


2006 USDA Annual Report 


NOV 1 3 2006 



